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Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID:SSSPTA1626GMS 

PASSWORD : 

TERMINAL (ENTER 1, 2, 3, OR ? ) : 2 
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NEWS EXPRESS 



NEWS HOURS 
NEWS INTER 
NEWS LOGIN' 
NEWS PHONE 
NEWS WWW 



* Welcome to STN International ********** 

Web Page URLs for STN Seminar Schedule - N. America 
"Ask CAS" for self-help around the clock 
CA/CAPLUS - Russian Agency for Patents and Trademarks 
(ROSPATENT) added to list of core patent offices covered 
PATDPAFULL - New display fields provide for legal status 
data from INPADOC 

BABS - Current -awareness alerts (SDIs) available 
MEDLINE/LMEDLINE reloaded 

GBFULL: New full -text patent database on STN 
REGI STRY/ ZREGI STRY - Sequence annotations enhanced 
MEDLINE file segment of TOXCENTER reloaded 
KOREAPAT now updated monthly; patent information enhanced 
Original IDE display format returns to REGI STRY/2REGI STRY 
PATDPASPC - New patent database available 

REGI STRY/ZREGI STRY enhanced with experimental property tags 
EPFULL enhanced with additional patent information and new 
fields 

EMBASE - Database reloaded and enhanced 
New CAS Information Use Policies available online 
Patent searching, including current -awareness alerts (SDIs) , 
based on application date in CA/CAplus and USPATFULL/USPAT2 
may be affected by a change in filing date for U.S. 
applications . 

Improved searching of U.S. Patent Classifications for 
U.S. patent records in CA/CAplus 

JANUARY 10 CURRENT WINDOWS VERSION IS V7.01a, CURRENT 
MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 10 JANUARY 2005 

STN Operating Hours Plus Help Desk Availability 
General Internet Information 
Welcome Banner and News Items 

Direct Dial and Telecommunication Network Access to STN 
CAS World Wide Web Site (general information) 



Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
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result in loss of user privileges and other penalties. 

************* grpjj Columbus *************** 



FILE 1 HOME ' ENTERED AT 09:04:51 ON 02 MAY 2005 



Uploading 

THIS COMMAND NOT AVAILABLE IN THE CURRENT FILE 
Do you want to switch to the Registry File? 
Choice (Y/n) : 

Switching to the Registry File. . . 

Some commands only work in certain files. For example, the EXPAND 
command can only be used to look at the index in a file which has an 
index. Enter "HELP COMMANDS" at an arrow prompt (=>) for a list of 
commands which can be used in' this file. 



=> FILE REGISTRY 



COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 'REGISTRY' ENTERED AT 09:05:04 ON 02 MAY 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 1 MAY 2005 HIGHEST RN 849587-91-3 

DICTIONARY FILE UPDATES: 1 MAY 2005 HIGHEST RN 849587-91-3 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH JANUARY 18, 2 005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

***********************************************+****+***+********+*** 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* " * 
************************************************************+******** 



Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. For more 
information enter HELP PROP at an arrow prompt in the file or refer 
to the file summary sheet on the web at: 
http: //www. cas .org/ONLINE/DBSS/registryss .html 



Uploading C:\Program Files\Stnexp\Queries\09997479 . str 
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Cy" 




0 




chain nodes : 

123456789 10 11 12 
chain bonds : 

1-2 2-3 3-4 3-5 5-6 5-11 6-7 7-8 8-9 8-12 9-10 
exact /norm bonds : 

1- 2 3-4 5-6 5-11 6-7 8-9 8-12 
exact bonds : 

2- 3 3-5 7-8 9-10 



Match level : 

1 : Atom 2 : CLASS 3 : CLASS 4 : CLASS 5 : CLASS 6 : CLASS 7 : CLASS 8 : CLASS 9 : CLASS 
10: CLASS 11: CLASS 12 : CLASS 



LI STRUCTURE UPLOADED 



= > d 11 

LI HAS NO ANSWERS 
LI STR 




0 



Structure attributes must be viewed using STN Express query preparation. 



= > s 11 

SAMPLE SEARCH INITIATED 09:05:19 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 914 0 TO ITERATE 

10.9% PROCESSED 1000 ITERATIONS 
INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH ** COMPLETE** 
PROJECTED ITERATIONS: 177071 TO 188529 

PROJECTED ANSWERS: 7688 TO 10226 
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L2 



4 9 SEA SSS SAM LI 



=> s 11 sss full 

FULL SEARCH INITIATED 09:05:26 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 184792 TO ITERATE 

100.0% PROCESSED 184792 ITERATIONS 
SEARCH TIME: 00.00.05 



^8 ^5 4 ANS WEgS^ 



L3 



8764 SEA SSS FUL LI 



= > S 13 

SAMPLE SEARCH INITIATED 09:05:37 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 914 0 TO ITERATE 

10.9% PROCESSED 1000 ITERATIONS 
INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 



^ 49^ A NSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE ** COMPLETE** 
BATCH ** COMPLETE** 

177071 TO 188529 
7688 TO 10226 



L4 



4 9 SEA SSS SAM LI 



FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
162 . 19 



TOTAL 
SESSION 
162.40 



FILE 'CAPLUS' ENTERED AT 09:06:43 ON 02 MAY 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER [PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 2 May 2005 VOL 142 ISS 19 
FILE LAST UPDATED: 1 May 2005 (20050501/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 
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=> s 15 and somatostatin 

18435 SOMATOSTATIN 

142 SOMATOSTATINS 
18444 SOMATOSTATIN 

(SOMATOSTATIN OR SOMATOSTATINS) 
L6_ 7n TiR awr) SOMATOSTATIN 

=> s 16 an d— agonists 

74237 AGONISTS 
*L7 ) 10 L6 AND AGONISTS 





> s 16 and antagonists 
109610 ANTAGONISTS 

L8y 5 L6 AND ANTAGONISTS 

> s 16 and subtype 2 receptor 

29536 SUBTYPE 
31856 SUBTYPES 
50144 SUBTYPE 

(SUBTYPE OR SUBTYPES) 

8365101 2 
599653 RECEPTOR 
550097 RECEPTORS 
713 94 9 RECEPTOR 

(RECEPTOR OR RECEPTORS) 
86 SUBTYPE 2 RECEPTOR 

(SUBTYPE (W) 2 (W) RECEPTOR) 
1 L6 AND SUBTYPE 2 RECEPTOR 




=> d 17 ibib abs hitstr tot 

L7 ANSWER 1 OF 10 CAPLUS COPYRIGHT 2005 ACS on STN 
ACCESSION NUMBER: 2003:509774 CAPLUS 

DOCUMENT NUMBER: 140:199703 

TITLE: Peptidyl privileged structures as potent 

somatostatin receptor agonists 
AUTHOR (S) : Pasternak, Alexander; Pan, Yanping; Guo, Liangquin; 

Mosley, Ralph; Rohrer, Susan P.; Birzin, Elizabeth T. ; 
Mellin, Theodore N. ; Cashen, Doreen E.; Schaeffer, 
James; Patchett, Arthur A. ; Yang, Lihu 
CORPORATE SOURCE: Merck Research Laboratories, Rahway, NJ, 07065, USA 

SOURCE: Peptides 2000, Proceedings of the European Peptide 

iy^p©s*um va ^6 th , Montpellier, France, Sept. 10-15, 
2000 (2001j ,j Meeting Date 2000, 837-838 . <a "*Ed*tarfs > H«» 1 
-Ma-rfcine^, Jean; Fehrentz, Jean-Alain. Editions EDK: 
Paris, Fr. 

CODEN: 69EDWK; ISBN: 2-84254-048-4 
DOCUMENT TYPE: Conference 
LANGUAGE: English 

AB A symposium report. A new class of peptidyl privileged structure that 
binds with high affinity to somatostatin receptor (SST2) has 
been obtained. Peptidyl privileged structures were prepared in a 
straightforward manner from a single intermediate, D-Trp-Lys (Boc) -OMe . 
From this library emerged a number of structurally distinct amines that 
furnished potent SST2 agonists, including 1-phenyl -piperazine, 
which was highly potent with Ki of 10 nM in the murine SST2 . 

IT 663626-78-6P 663626-80-0P 663626-82-2P 
663626-84-4P 

RL: BSU (Biological study, unclassified) ; SPN (Synthetic preparation) ; 
09997479. trn Page 5 09:10 
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BIOL (Biological study) ; PREP (Preparation) 

(preparation of arylpiperazine peptides as somatostatin receptor 
agonists) 
RN 663626-78-6 CAPLUS 

CN L-Lysine, N- [ (4 -phenyl -1-piperazinyl) carbonyl] -D-tryptophyl - , methyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 663626-80-0 CAPLUS 

CN L-Lysine, N- [ [4- (2-methylphenyl) -1-piperazinyl] carbonyl] -D-tryptophyl- , 
methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 663626-82-2 CAPLUS 

CN L-Lysine, N- [ [4- (4-f luorophenyl) -1-piperazinyl] carbonyl] -D-tryptophyl-, 
methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



09997479. trn 



Page 6 



09:10 



05/02/2005 09997479. trn 



Q 



MeO 



s . (CH 2 ) 4 



"NH 2 





RN 663626-84-4 CAPLUS 

CN L-Lysine, N- [ [4- (3, 4-dichlorophenyl) -1-piperazinyl] carbonyl] -D-tryptophyl- 
, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 



THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L7 ANSWER 2 OF 10 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) 
SOURCE : 




CAPLUS COPYRIGHT 2005 ACS on STN 
2001:796285 CAPLUS 
135:339262 

Somatostatin antagonists and, 

jrgni s.t s._tha t act_^a,ts£frhe^ 5 S"ST subtype 2 
"receptor 

^Cole, Bridget McCarthy; Hay, Bruce Allan; Ricketts, 

Pfizer Products Inc., USA 
Eur. Pat. Appl . , 32 pp. 
CODEN : EPXXDW 
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DOCUMENT TYPE: Patent 

LANGUAGE : Eng 1 i s h 

FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



BE, 
SI, 



1149842 
1149842 
R: AT, 
IE, 

["oTTI 

6495589 

"2001001674 
JP 2002003498 
US 2005054581 
PRIORITY APPLN. INFO. 




CH, 
LT, 



A2 


20011031 


EP 


2001- 


303553 


20010419 


A3 


20020731 










DE, 


DK, ES, FR, 


GB, GR, IT, 


LI, LU, 


NL, SE, MC, PT, 


LV, 


FI, RO 










Al 


20011129 


US 


2000- 


734789 


20001212 


B2 


20021217 










AA 


20011028 


CA 


2001- 


2345569 


20010426 


A 


20011204 


BR 


2001- 


1674 


20010427 


A2 


20020109 


JP 


2001- 


134360 


20010501 


Al 


20050310 


US 


2001- 


997479 


20011116 






US 


2000- 


200319P 


P 20000428 






US 


2000- 


734789 


Al 20001212 



OTHER SOURCE (S 
AB 



IT 



RN 
CN 



MARPAT 135:339262 
The invention discloses compds . A-G-Z-W [A = (C6-C10) aryl , 
(C6-C10)aryl-SO2, (C6-C10)aryl-CH2-, etc.; G = BX (B = (C6-C10) aryl , 
(Cl-C9)heteroaryl ; X = CH2 , S02, carbonyl) ; NHC (Rl) (Rl ' ) X (X = CH2 , S02 , 
carbonyl; Rl, Rl ' = H, CN, (C1-C8 ) alkyl , phenyl (CH2), wherein alkyl and Ph 
group's are optionally substituted), etc.; Z, W as defined in 
specification] ; and pharmaceutical ly acceptable salts, solvates or 
hydrates thereof, as well as pharmaceutical compns . and methods useful to 
increase secretion of growth hormone from the anterior pituitary of 
mammals, including on a sustained-release basis. Compound preparation is 
described. 
371112-33-3 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction; somatostatin antagonists and agonists 

that act at the SST subtype 2 receptor) 
371112-33-3 CAPLUS 

L-Ornithine, 3-f luoro-L-phenylalanyl -N5- [imino (nitroamino) methyl] -, methyl 
ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



0 'V' 




OMe 



(CH 2 )3 



H H 
-N^,R. 



'N0 2 



NH 2 



NH 



IT 371112-27-5DP, stereoisomers 371112-28-6DP, 

stereoisomers 371112-29-7DP, stereoisomers 371112-30-ODP 

, stereoisomers 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 
(somatostatin antagonists and agonists that act at 
the SST subtype 2 receptor) 
RN 371112-27-5 CAPLUS 

09997479. trn Page 8 09:10 
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CN L-Lysine, N- ( [1, 1 1 -biphenyl] -4-ylmethyl) -L-tryptophyl - , methyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




Ph 



RN 371112-28-6 CAPLUS 

CN L-Arginine, N- [ (4-methylphenyl ) sulfonyl] glycyl -3-f luoro-L-phenylalanyl- , 
methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 371112-29-7 CAPLUS 

CN L-Lysine, N- ( [1, 1 ' -biphenyl] -4-ylcarbonyl) -L-tryptophyl-, methyl ester 
(9CI) (CA' INDEX NAME) 

Absolute stereochemistry. 
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RN 371112-30-0 CAPLUS 

CN L-Arginine, N- ( [1 , 1 ' -biphenyl] -4 -ylcarbonyl ) -p -phenyl -L-phenylalanyl- 
, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 CHPh2 




NH 



I\c/ (CH2)3 % 



NH 2 



O OMe 



L7 ANSWER 3 OF 10 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 



CORPORATE SOURCE: 
SOURCE : 



IT 



CAPLUS COPYRIGHT 2005 ACS on STN 
2000:894632 CAPLUS 
.134 : 157205 

The design and synthesis of non-peptide 
somatostatin receptor agonists 

Yang, Lihu; Pan, Yanping; Guo, Liangqin; Morriello, 
Greg; Pasternak, Alexander; Rohrer, Susan; Schaeffer, 
James; Patchett, Arthur A. 

Merck Research Laboratories, Rahway, NJ, 07065, USA 
Peptides for the New Millennium, Proceedings of the 
American Peptide Symposium, 16th, Minneapolis, MN, 
United States, June 26-July 1, 1999 (2000) , Meeting 
Date 1999, 250-252. Editor(s): Fields, Gregg B. ; Tarn, 
James P.; Barany, George. Kluwer Academic Publishers: 
Dordrecht, Neth. 
CODEN: 69ATHX 
Conference 
English 

CASREACT 134:157205 
The authors have demonstrated that highly potent and selective sst2 
agonist can be obtained by derivatizing (2R, 3S) -2-Me-Trp-LysOtBu with a 
variety of privileged structures joined to the dipeptide via a urea 
linkage. The privileged structure portion of the mol . is very permissive. 
The use of capped dipeptides to mimic p-turns in peptides is especially 
noteworthy, and the concept could be useful for the discovery of small 
mol. ligands of other peptide hormones. 
214348-63-7P 324746-00-1P 324746-01-2P 



DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) 
AB 
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324746-02-3P 324746-03-4P 324746-04-5P 
324746-05-6P 324746-06-7P 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process) ; BSU (Biological study, unclassified) ; PRP (Properties) ; SPN 

(Synthetic preparation) ; BIOL (Biological study); PREP (Preparation); PROC 

(Process) 

(design and synthesis of non-peptide somatostatin receptor 
agonists) 

RN 214348-63-7 CAPLUS 

CN L-Lysine, N- (spiro [lH-indene-1 , 4 ' -piperidin] -1 ' -ylcarbonyl) -D-tryptophyl - , 
methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 324746-00-1 CAPLUS 

CN L-Lysine, N- [ (2 , 3 -dihydrospiro [lH-indene-1 , 4 ' -piperidin] -1 ' -yl) carbonyl] -D- 
tryptophyl-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 324746-01-2 CAPLUS 

CN L-Lysine, N- [ (3 , 4 -dihydrospiro [naphthalene- 1 (2H) , 4 ' -piperidin] -1 ■ - 
yl) carbonyl] -D-tryptophyl- , methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OMe 




S (CH 2 )4" 



•NH 2 



RN 324746-02-3 CAPLUS 

CN L-Lysine, N- [ (4 -phenyl -1 -piper idinyl) carbonyl] -D-tryptophyl - , methyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 324746-03-4 • CAPLUS 

CN L-Lysine, N- [ [4- (phenylmethyl) -1-piperidinyl] carbonyl] -D-tryptophyl-, 
methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

.0 

s . (CH 2 )4 
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RN 324746-04-5 CAPLUS 

CN L-Lysine, N- [ (4-cyclohexyl-l-piperidinyl) carbonyl] -D-tryptophyl - , methyl 
ester (9CI) (CA INDEX. NAME) 

Absolute stereochemistry. 



O 




RN 324746-05-6 CAPLUS 

CN L-Lysine, N- [ (3 , 6-dihydro-4-phenyl-l (2H) -pyridinyl) carbonyl] -D-tryptophyl - 
, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 324746-06-7 CAPLUS 

CN L-Lysine, N- ( 1-piperidinyl carbonyl ) -D-tryptophyl-, methyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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Q 




IT 214784-79-9P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(design and synthesis of non-peptide somatostatin receptor 
agonists) 
RN 214784-79-9 CAPLUS 

CN L-Lysine, D-tryptophyl-N6- [ (1, 1 -dimethyl ethoxy) carbonyl] - , methyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 



L7 ANSWER 4 OF 10 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) 



CORPORATE SOURCE: 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 



4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

CAPLUS COPYRIGHT 2 005 ACS on STN 
1999:482734 CAPLUS 
131 : 266547 

A Combinatorial Approach toward the Discovery of 
Non-Peptide, Subtype -Selective Somatostatin 
Receptor Ligands 

Berk, Scott C. ; Rohrer, Susan P.; Degrado, Sylvia J.; 
Birzin, Elizabeth T. ; Mosley, Ralph T. ; Hutchins, 
Steven M. ; Pasternak, Alexander,- Schaeffer, James M.; 
Underwood, Dennis J.;. Chapman, Kevin T. 
Department of Molecular Design and Diversity R123-242 
Department of Biochemistry and Physiology, R80T-136 
and Department of Medicinal Chemistry, R50G-336, Merck 
Research Laboratories, Rahway, NJ, 07065, USA 
Journal of Combinatorial Chemistry (1999), 1(5), 
388-396 

CODEN: JCCHFF; ISSN: 1520-4766 
American Chemical Society 
Journal 
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LANGUAGE : Engl i sh 

AB The tetradecapeptide somatostatin is widely distributed 

throughout the body and is thought to be involved with a variety of 
regulatory functions. Recently, five human somatostatin 
receptors (hSSTRl-5) have been cloned and characterized. Several 
selective peptidyl agonists of the hSSTR receptors are known, 
and we sought to apply this information to the design of novel non-peptide 
small mol . ligands for each receptor. Initial computational methods 
identified a 200 nM murine SSTR2 active compound via a database search of 
our sample collection. A combinatorial library was designed around the 
structural class of the compound with the goal of rapidly developing this 
initial lead into the desired subtype -selective small mols. to 
characterize the Pharmacol, of each of the receptor subtypes. The library- 
was synthesized using the resin-archive, iterative deconvolution format. 
The total number of unique compds . in the library was expected to be 131,670, 
present in 79 mixts. of 1330 or 2660 compds. per mixture Through sequences 
of screening and mixture deconvolution, the components of selective and 
highly active (Ki = 50 pM to 200 nM) non-peptide small mol. ligands for 
somatostatin subtypes 1, 2, 4, and 5. were identified. In addition to 
discovering compds. with the desired activity and selectivity, useful 
structure/activity information was generated which can be used in the 
design of new compds. and second-generation combinatorial libraries. 

IT 214348-64-8P 

RL: BPR (Biological process) ; BSU (Biological study, unclassified) ; SPN 
(Synthetic preparation) ; BIOL (Biological study); PREP (Preparation); PROC 
(Process) 

(combinatorial approach toward discovery of nonpeptide, 
subtype-selective somatostatin receptor ligands) 
RN 214348-64-8 CAPLUS 

CN L-Lysine, (pS) -N- [ [4- (2, 3-dihydro-2-oxo-lH-benzimidazol-l-yl) -1- • 

piperidinyl] carbonyl] -p-methyl-D-tryptophyl- , methyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



0 




REFERENCE COUNT: 



4 0 THERE ARE 4 0 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L7 ANSWER 5 OF 10 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 



CAPLUS COPYRIGHT 2005 ACS on STN 
1999:317178 CAPLUS 
130:325390 
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TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Pasternak, 
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Title compds. R3R4NCOCRlRlaZlENR2 [NR2 represents spiro (indene-1, 4 • - 
piperidine) or spiro ( indole-1 , 4 ' -piperidine) or related 2,3-dihydro 
derivs. in which the residue at the 3 -posit ion is CH2, CHC02R2 , CO, 
CHCH2C02R2, CHCONR22, NS02R2, or CR5 (R2 and R5 = H, alkyl, arylalkyl, 
cycloalkyl, etc.); Rl = alkyl, aryl, arylalkyl, heteroaryl, C02R2, etc.; 
Rla = H, alkyl; R3 = H, alkyl, arylalkyl, heteroarylalkyl ; R4 = CHC02R2, 
CHCONR2, etc.; E = S02 , CO(CR22)n (n = 0-5), C(:NCN), C(:NN02), 
C( :NS02NR22) ; Zl = NH, alkylimino, hydroxyalkylimino] were prepared as 
somatostatin agonists. Thus, R2NCO-D-Trp-NH (CH2) 5NH2 
[R2N = spiro (indene-1 , 4 ' -piperidine) ] was prepared from reactions of 
D-tryptophan Me ester, spiro (indene-1, 4 • -piperidine) , and 
1, 5-pentanediamine. The compds. of the invention inhibit the binding of 
somatostatin to its receptor at at IC50 of about 30 pM to about 3 
HM. 
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RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ,- PREP (Preparation) ; USES (Uses) 

(preparation of amino acid spiropiperidine derivs. as somatostatin 

agonists) 
214348-63-7 CAPLUS 
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CN L-Lysine, N- (spiro [lH-indene-1, 4 ' -piperidin] -1 ' -ylcarbonyl) -D-tryptophyl - 
methyl ester, monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Lysine, 3- ( 1-naphthalenyl ) -N- (spiro [lH-indene-1 , 4 ' -piperidin] -1 ' 
ylcarbonyl) -D-alanyl-, methyl ester (9CI) (CA INDEX NAME) 
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RN 223770-91-0 CAPLUS 

CN L-Lysine, N- (spiro [lH-indene-1 , 4 ' -piperidin] -1 ' -ylcarbonyl) -D-phenylalanyl - 
, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Lysine, 3 ( 4 -dichloro-N- (spiro [lH-indene-1 , 4 ' -piperidin] -1 ' -ylcarbonyl) -D- 
phenylalanyl-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Lysine, 4-chloro-N- (spiro [lH-indene-1,4 ' -piperidin] -1 ' -ylcarbonyl) -D- 
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Absolute stereochemistry. 
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CN L-Lysine, 2-chloro-N- (spiro [lH-indene-1, 4 ' -piperidin] -1 ' -ylcarbonyl) -D- 
phenylalanyl-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Lysine, N- (spiro [lH-indene-1, 4 ' -piperidin] -1 ' -ylcarbonyl) -D-tyrosyl- ( 
methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of amino acid spiropiperidine derivs . as somatostatin 
agonists) 
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CN L-Lysine, D-tryptophyl-N6- [ (1, 1-dimethylethoxy) carbonyl] -, methyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Lysine, N- [ (phenylmethoxy) carbonyl] -D-tryptophyl-N6- [(1,1- 

dimethylethoxy) carbonyl] - , methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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L-Lysine, 3- (1-naphthalenyl) -N- (spiro [lH-indene-1 , 4 ' -piperidin] -1 ' - 
ylcarbonyl) -D-alanyl-N6- [ (1 , 1-dimethylethoxy) carbonyl] - , methyl ester 
(9CI) (CA. INDEX NAME) 



Absolute stereochemistry. 
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Potent, orally bioavailable somatostatin 
agonists: good absorption achieved by urea 
backbone cyclization 

Pasternak, Alexander; Pan, Yanping; Marino, Dominick; 
Sanderson, Philip E. ; Mosley, Ralph; Rohrer, Susan P.; 
Birzin, Elizabeth T. ; Huskey, Su-Er Wu ; Jacks, Tom; 
Schleim, Klaus D. ,- Cheng, Rang,- Schaeffer, James M . ; 
Patchett, Arthur A. ; Yang, Lihu 

Department of Medicinal Chemistry, and Biochemistry & 
Physiology, Merck Research Laboratories, Rahway, NJ, 
7065, USA 

Bioorganic & Medicinal Chemistry Letters (1999), 9(3), 
491-496 

CODEN: BMCLE8; ISSN: 0960-894X 
Elsevier Science Ltd. 
Journal 
English 

Backbone cyclization of urea-based somatostatin agonists 
resulted in novel, orally bioavailable agonists. Binding assays 
confirmed that the resulting conformational ly constrained cyclic ureas 
retained the potency of their acyclic counterparts. SAR studies 
subsequently led to highly potent analogs, selective for receptor subtype 
2, and having good oral bioavailability. 
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(Reactant) ; BIOL (Biological study); PROC (Process); RACT (Reactant or 
reagent) 

(orally bioavailable somatostatin agonists) 

214348-63-7 CAPLUS 

L-Lysine, N- (spiro [lH-indene-1, 4 ' -piperidin] -1 ' -ylcarbonyl) -D-tryptophyl- , 
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AB Peptides R8-Q-CRlcW-Z2-CO-CRlRla-Zl-E-B-GYZ [Rl = alkyl, aryl , arylalkyl, 
etc.; Rla = H, alkyl; Rlc = H, alkyl, alkoxyalkyl, alkylthioalkyl , etc.;' 
Zl = O, CH2, NR2a (R2a = H, alkyl, hydroxyalkyl) ; Z2 = O, CH2 , CHR2b, NR2b 
(R2b = H, alkyl, arylalkyl, etc.; NR2b can be linked to Rlc, Q or W to 
form a ring); W = H, alkyl, arylalkyl, heteroarylalkyl ; Q = 
(un) substituted alkylene or alkylene interrupted by a N, S, or O atom; R8 
= (un) substituted amino, guanidino, or ammonio group,- E = S02 , C:NN02, 
etc.; B = certain divalent aza heterocyclic group; GYX represents an aromatic 
or nonarom. ring structure containing a ring fusion (G = N, CH, C; Y = CO, 
S02, N, etc.; X = N, O, s, etc.)] were prepared as somatostatin 
agonists which are potent with high selectivity toward the 
receptor subtype 2. Thus, N- [ [4- (2-oxo-l-benzimidazolinyl) -1- 
piperidinyl] carbonyl] -D-tryptophanyl-L-lysine Me ester was prepared by 
peptide coupling in solution Title peptides were assayed for receptor 
binding, inhibition of f orskolin-stimulated cAMP accumulation and of 
growth hormone release. 
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Absolute stereochemistry. 
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CN L-Lysine, N- [ [4 - (2,3 -dihydro-2 -oxo-lH-benzimidazol -1 -yl ) -1- 

piperidinyl] carbonyl] -D-tryptophyl- , methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Lysine, N- [ [4- (2, 3-dihydro-2-oxo-lH-benzimidazol-l-yl) -1- 

piperidinyl] carbonyl] -0-methyl -D-tryptophyl -N2 -methyl - , methyl ester, 
monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Lysine, N- [ [4 - (2,3 -dihydro-2 -oxo- lH-benzimidazol -1-yl ) -1- 

piperidinyl] carbonyl] - (pR) -p-methyl-L-tryptophyl-, methyl ester, 
monoacetate (9CI) (CA INDEX NAME) 

CM 1 

CRN 214784-50-6 
CMF C32 H41 N7 05 

Absolute stereochemistry. 
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CN L-Lysine, N- [ [4 - (2,3 -dihydro-2 -oxo-lH-benzimidazol - 1-yl ) -1 - 
piperidinyl] carbonyl] - (pS) -p-methyl -D-tryptophyl -N2 -methyl - , 
methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Lysine, (PS) -N- [ [4- (2 , 3 -dihydro-2 -oxo-lH-benzimidazol -1-yl) -1- 
piperidinyl] carbonyl] -p-methyl -D-tryptophyl - , methyl ester, 
monoacetate (9CI) (CA INDEX NAME) 

CM 1 

CRN 214348-64-8 
CMF C32 H41 N7 05 

Absolute stereochemistry. 
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RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of peptides as somatostatin agonists) 
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CN L-Lysine, D-tryptophyl -N6- [ (1, 1-dimethylethoxy) carbonyl] - , methyl ester, 
monohydrochloride (9CI) (CA INDEX NAME) 
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(preparation of peptides as somatostatin agonists) 
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CN L-Lysine, D-tryptophyl -N6- [( 1 , 1 -dimethyl ethoxy) carbonyl ]- , methyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Lysine, N- [ (phenylmethoxy) carbonyl] -D-tryptophyl-N6- [(1,1- 

dimethylethoxy) carbonyl] methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Lysine, N- [ [4 - (2 , 3-dihydro-2 -oxo-lH-benzimidazol -1 -yl ) - 1 - 

piperidinyl] carbonyl] -D-tryptophyl-N6- [ (1, 1 -dimethyl ethoxy) carbonyl] -, 
methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Lysine, N- [ [4 - (2,3 -dihydro-2 -oxo-lH-benzimidazol -1 -yl ) - 1- 
piperidinyl ] carbonyl ] -p-methyl -D- tryptophyl -N2 -methyl -N6 - 
t (phenylmethoxy) carbonyl] - , methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB This invention relates to somatostatin agonist compds. which are 

potent with high selectivity toward the receptor subtype 2. Compds. of 
formula I [Rl = (un) substituted Cl-10 alkyl, aryl , aryl-Cl-6 alkyl, C3-7 
cycloalkyl-Cl-6 alkyl, CI -5 alkyl-K-Cl-5 alkyl, aryl-C0-5 alkyl-K-Cl-5 
alkyl, C3-7 cycloalkyl -C0-5 alkyl-K-Cl-5 alkyl; K = O, S(0)m, NR2CO, 
C0NR2, CR2:CR2, C.tplbond.C; R2 = H, (un) substituted Cl-8 

alkyl, (CH2) t -aryl, C3-7 cycloalkyl; 2R2 = 3-8-membered ring; t = 0-3; m = 
0-2; Rla = H, Cl-3 alkyl; Zl = 0, CH2, NR2a ; R2a = H, (un) substituted Cl-3 
alkyl; E = S02, 0, CO [C (R2) 2] n, C ( :NCN) , C(:NN02), C [ : NS02N (R2 ) 2] ; n = 0-3; 
B = nitrogen heterocycle; G = N, CH, C; Y = CO, S02 , C(ORll) , C(SR11), 
C(NR11), N, NR11, NCO, C(R11)2; X = NR11, N, NC(R11)2, NR11(CR11)2, O, 
0C(R11)2, S, SC(R11)2, C(R11)2; Rll = H, (un) substituted Cl-8 alkyl, CF3, 
CH2CF3, (CH2)pOR2, (CH2 ) pN (R2 ) 2 , (CH2 ) pN (R2 ) CON (R2 ) 2 , ( CH2 ) pN ( R2 ) C0R2 , 
(CH2)2-heteroaryl, (CH2)pN (R2) S02-C1-4 alkyl, (CH2) pCON (R2) 2 , (CH2)pCOOR2; 
p = 0-3; ring A = (un) substituted 5-10 membered fused aryl or heteroaryl; 
Z2 = 0, CH2, CHR2b, NR2b; Rlc = H, (CH2)qSR2, (CH2)qOR2, Cl-8 alkyl; W = 
H, Cl-8 alkyl, (CH2) t-aryl , (CH2 ) qC02R2 , etc; k = 0, 1; Q = (un) substituted 
(CH2)x-V- (CH2)y; x = 0-6, yr = 0-6; V = 6-12-membered mono- or bicyclic 
ring system; R8 = amino, guanidino, trialkylammonium] including 
pharmaceutical ly acceptable salts and hydrates thereof, are disclosed. 
Compds. I are useful in the treatment of diabetes, cancer, acromegaly, 
restenosis, depression, irritable bowel syndrome, pain and diabetic 
retinopathy^ Many of the compds. are also orally active. Thus, 
sequential coupling of P-methyl-D-tryptophan Me ester with 

disuccinimidyl carbonate and 4- (2-keto-l-benzimidazoldinyl)piperidine gave 
urea II (R = OMe) , which underwent saponification with LiOH in aqueous EtOH 

give 

acid II (R = OH). Coupling of acid II (R = OH) with (3R) -aminomethyl - ( IS) - 
Boc-aminomethylcyclohexane (preparation given) and acidic deprotection gave 
desired title compound III. Prepared compds., including III, inhibited 
bonding of somatostatin to its receptor with IC50 = 30 pM to 3 

IT 214770-47-5P 214770-59-9P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ,- 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of methyl tryptophan urea derivs . as somatostatin 
agonists) 
RN 214770-47-5 CAPLUS 

CN Glycine, (PS) -N- [ [4- (2 , 3-dihydro-2-oxo-lH-benzimidazol-l-yl) -1- 
piperidinyl] carbonyl] -P-methyl-D-tryptophyl-2- (trans-4- 
aminocyclohexyl) -, methyl ester, (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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NH 2 



RN 214770-59-9 CAPLUS 

CN Glycine, (PS) -N- [ [4 - (2 , 3 -dihydro-2 -oxo-lH-benzimidazol - 1 -yl ) -1- 
piperidinyl] carbonyl] -P-methyl-D-tryptophyl-2- (trans-4- 
aminocyclohexyl) -, methyl ester, (2R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




NH 2 



REFERENCE COUNT: 
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1998:591572 CAPLUS 
129:286208 

Synthesis and biological activities of potent 
peptidomimetics selective for somatostatin 

receptor subtype 2 j 

^ ■¥a«g r » - jn-ka - -'-Bfc ! i K ; 11 ■ ' S got t C. ; Rohrer, Susan P.; Mosley, 
Ralph T. ; Guo, Liangqin; Underwood, Dennis J.; Arison, 



09997479 . trn 



Page 32 



09: 10 



05/02/2005 09997479. trn 



CORPORATE SOURCE: 
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PUBLISHER: 
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LANGUAGE : 
AB 



IT 



RN 
CN 



Byron H. ; Birzin, Elizabeth T. ; Hayes, Edward C; 
Mitra, Sudha W. ; Parmar, Rupa M. ; Cheng, Kang; Wu, 
Tsuei-Ju; Butler, Bridgette S.; Foor, Forrest; 
Pasternak, Alexander; Pan, Yanping; Silva, Maria; 
Freidinger, Roger M. ; Smith, Roy G. ; Chapman, Kevin; 
Schaeffer, James M.; Patchett, Arthur A. 
Departments of Medicinal Chemistry, Merck Research 
Laboratories, Rahway, NJ, 07065, USA 

Proceedings of the National Academy of Sciences of the 
United States of Ameri ca (1998). 95(18) 10836- 10841 
CODEN: PNASA6; ISSN: 002~7-8424 "* 
National Academy of Sciences 
Journal 
English 

A series of nonpeptide somatostatin agonists which 
bind selectively and with high affinity to somatostatin receptor 
subtype 2 (sst2) have been synthesized. One of these compds . , L-054,522, 
binds to human sst2 with an apparent dissociation constant of 0.01 nM and at 
least 3,000-fold selectivity when evaluated against the other 
somatostatin receptors. L-054,522 is a full agonist based on its 
inhibition of forskolin-stimulated adenylate cyclase activity in Chinese 
hamster ovary-Kl cells stably expressing sst2 . L-054,522 has a potent 
inhibitory effect on growth hormone release from rat primary pituitary 
cells and glucagon release from isolated mouse pancreatic islets. I. v. 
infusion of L-054,522 to rats at 50 ng/kg per h causes a rapid and 
sustained reduction in growth hormone to basal levels. The high potency and 
selectivity of L-054,522 for sst2 will make it a useful tool to further 
characterize the physiol. functions of this receptor subtype. 
214348-63-7P 214348-64-8P 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process) ; BSU (Biological study, unclassified) ; SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation); PROC (Process) 

(synthesis and biol . activities of potent peptidomimetics selective for 

somatostatin receptor subtype 2) 
214348-63-7 CAPLUS 

L-Lysine, N- (spiro [lH-indene-1, 4 ' -piperidin] -1 ' -ylcarbonyl) -D-tryptophyl - , 
methyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



H2N. 



(CH 2 ) 4 S 




RN 214348-64-8 CAPLUS 

CN L-Lysine, (PS) -N- [ [4- (2, 3-dihydro-2-oxo-lH-benzimidazol-l-yl) -1- 

piperidinyl] carbonyl] -0-methyl -D-tryptophyl-, methyl ester (9CI) (CA 
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Absolute stereochemistry. 
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CAPLUS COPYRIGHT 2005 ACS on STN 
1995:886494 CAPLUS 
123:306760 

Peptide structural requirements for antagonism differ 
between the two mammalian bombesin receptor subtypes 
Lin, Jaw-Town; Coy, David H. ; Mantey, Samuel A. ; 
Jensen, Robert T. 

Digestive Diseases Branch (J.-T.L., S.A.M., R. T. J.), 
Tulane Univ. Medical Center, New Orleans, LA, USA 
Journal of Pharmacology and Experimental Therapeutics 
(1995) , 275(1) , 285-95 
CODEN: JPETAB; ISSN: 0022-3565 
Williams & Wilkins 
Journal 
English 

Recently it has been established that both a gastrin-releasing peptide 
(GRP) receptor and a neuromedin B (NMB) receptor mediate the actions of 
bombes in-related peptides in mammals. Five different classes of peptides 
that function as GRP receptor antagonists have been identified; however, 
it is unknown whether similar strategies will yield antagonists for the 
closely related NMB receptor. In the present study the authors have used 
either native cells possessing only 1 bombesin (Bn) reactor subtype or 
cells stably transfected with 1 subtype to determine whether using the 
strategies that were used successfully for GRP receptors would allow NMB 
receptor antagonists to be identified. [D-Phel2]Bn analogs; des-Metl4 
amides, esters and alkylamides; yl3-14 Bn pseudopeptides ; and D-amino 
acid-substituted analogs of substance P (SP) or SP(4-11) were all 
synthesized and each functioned as a GRP receptor antagonist. All of 
these antagonists had low affinity for the NMB receptor. Application of 
similar strategies to NMB by formation of [D-Phe8] NMB, [^9-10] NMB 
pseudopeptides, des-MetlO NMB amides, alkylamide or esters did not result 
in any potent NMB receptor antagonists. D-Amino acid SP and SP(4-11) 
analogs were weakly selective NMB receptor antagonists. No C-terminal 
fragment of NMB or GRP functioned as a GRP or NMB receptor antagonist. 
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IT 



RN 
CN 



These results demonstrate that none of the known strategies used to prepare 
peptide GRP receptor antagonists are successful at the NMB receptor, such 
as the formation of somatostatin octapeptide or D-amino 
acid-substituted substance P analogs. These results suggest that even 
though there is a close homol . between GRP and NMB and their receptors, 
their structure- function relations are markedly different. Apparently, 
the development of receptor subtype-specific peptide agonists or 
peptide antagonists for newly discovered receptor subtypes of 
gastrointestinal hormones/neurotransmitters may be difficult because the 
strategies developed for 1 well -studied subtype may not apply to the other 
even though it is structurally closely related. 
130800-38-3 169906-90-5 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(peptide structural requirements for antagonism differ between the two 

mammalian bombesin receptor subtypes) 
130800-38-3 CAPLUS 

L-Leucine , D-phenylalanyl -L-glutaminyl -L-tryptophyl -L-alanyl -L-valylglycyl - 
L-histidyl-, methyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



NH 2 



PAGE 1-A 



s Bu-i 




PAGE 1-B 




H 



RN 169906-90-5 CAPLUS 

CN 1-9 -Neuromedin B (swine spinal cord)', methyl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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2001:796285 CAPLUS 
135:339262 

Somatgg 1 ta*in=anteetgonists and 

"fists that act at) the SST subtype 2 receptor 



'Cole, Bride 
?aul 

Pfizer Products 

Eur. Pat . Appl . , 

CODEN: EPXXDW 

Patent 

English 

1 



:hy ; Hay, Bruce Allan; Ricketts, 



Inc . 



USA 



32 pp. 
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PATENT NO. 



EP 1149842 
EP 1149842 

R: AT, BE, CH, 
IE, SI, LT, 
US 2001047030 
JS-"64955jp 

2001001674 
JP"2002003498 
US 2005054581 
PRIORITY APPLN. INFO. 



OTHER SOURCE (S) 
AB 



KIND 




DATE 


APPLICATION NO. 


DATE 


A2 


20011031 


EP 


2001- 


303553 


20010419 


A3 


20020731 










DE, DK, 


ES, FR, 


GB, GR, IT, 


LI , LU, 


NL, SE, MC, PT, 


LV, FI, 


RO 








Al 


20011129 


US 


2000- 


734789 


20001212 


B2 


20021217 










AA 


20011028 


CA 


2001- 


2345569 


20010426 


A 


20011204 


BR 


2001- 


1674 


20010427 


A2 


20020109 


JP 


2001- 


134360 


20010501 


Al 


20050310 


US 


2001- 


997479 


20011116 






US 


2000- 


200319P 


P 20000428 






US 


2000- 


734789 


Al 20001212 



IT 



RN 
CN 



MARPAT 135:339262 
The invention discloses compds . A-G-Z-W [A = (C6-C10) aryl , 
(C6-C10)aryl-SO2, (C6-C10) aryl-CH2- , etc.; G = BX (B = (C6-C10) aryl , 
(Cl-C9)heteroaryl; X = CH2, S02, carbonyl) ; NHC (Rl) (Rl ' ) X (X = CH2, S02, 
carbonyl; Rl, Rl ■ = H, CN, (C1-C8) alkyl , phenyl (CH2) , wherein alkyl and Ph 
groups are optionally substituted), etc.; Z, W as defined in 
specification]; and pharmaceutical ly acceptable salts, solvates or 
hydrates thereof, as well as pharmaceutical compns . and methods useful to 
increase secretion of growth hormone from the anterior pituitary of 
mammals, including on a sustained-release basis. Compound preparation is 
described. 
371112-33-3 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction; somatostatin antagonists and agonists 

that act at the SST subtype 2 receptor) 
371112-33-3 CAPLUS 

L-Ornithine, 3-fluoro-L-phenylalanyl-N5- [imino (nitroamino) methyl] -, methyl 
ester (9CI) {CA INDEX NAME) 



Absolute stereochemistry. 




OMe 



(CH 2 )3 



H H 
-N 




NH 2 



N02 



NH 



IT 



RN 
CN 



371112-27-5DP, stereoisomers 371112-28-6DP, 
stereoisomers 371112 -29-7DP, stereoisomers 371112-30-ODP 

, stereoisomers 

RL: BAC (Biological activity or effector, except adverse) ,- BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(somatostatin antagonists and agonists that act at 

the SST subtype 2 receptor) 
371112-27-5 CAPLUS 

L-Lysine, N- ( [1, 1 ' -biphenyl] -4-ylmethyl) -L-tryptophyl - , methyl ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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RN 371112-28-6 CAPLUS 

CN L-Arginine, N- [ (4-methylphenyl) sulfonyl] glycyl-3-f luoro-L-phenylalanyl- , 
methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 NH 



RN 371112-29-7 CAPLUS 

CN L-Lysine, N- ( [1 , 1 ' -biphenyl] -4 -ylcarbonyl ) -L-tryptophyl- , methyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 371112-30-0 CAPLUS 

CN L-Arginine, N- ( [1, 1 ' -biphenyl] -4-ylcarbonyl ) -P-phenyl -L-phenylalanyl - 
, methyl ester (9CI) (CA INDEX NAME) 

09997479. trn Page 38 09:10 



05/02/2005 09997479. trn 



Absolute stereochemistry. 



O CHPh2 




NH 



N \S^ (CH2)3, 




NH 2 



0 OMe 



L8 ANSWER 2 OF 5 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 



CORPORATE SOURCE: 




W. 



CAPLUS COPYRIGHT 2005 ACS on 
2001:746583 CAPLUS 
136:95576 

Small molecule somatostatin receptor 
sub^^pe^ antagonists 
>H£y7 B. A^gole, B. M . ; DiCapua, F . M . ; Kirk, 
ptogjj^t-; Nardone, R. A.; Pelletier, D. J. ■ 
^SSroetts, A. P.; Robertson, A. S.; Siegel, T. W. 
Global Research and Development, Pfizer Inc, Groton 
Laboratories, Groton, CT, 06340-5146, USA 
Bioorganic & Medicinal Chemistry Letters (2001)^_ 
11 (20) , 2731-2734 
CODEN: BMCLE8; ISSN: 0960-894X 
Elsevier Science Ltd. 
Journal 
English 

The first potent small mol . sst2 antagonists are reported. 
Altering known sst2 agonist mols. yielded compds . with high sst2 binding 
affinity and full antagonist activity. Compound 7a, for example, displaced 
somatostatin binding to the sst2 receptor with an IC50=2.9 nM and 
antagonized somatostatin action with an IC50=29 nM. 
145700-82-9 

RL: PAC (Pharmacological activity) ; BIOL (Biological study) 

(small mol. somatostatin receptor subtype-2 

antagonists) 
145700-82-9 CAPLUS 

L-Arginine, 3-fluoro-N- [ (4-methylphenyl) sulfonyl] -L-phenylalanyl - 
ester (9CI) (CA INDEX NAME) 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



IT 



RN 
CN 



methyl 



Absolute stereochemistry. 




NH 2 
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22 THERE ARE 22 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

CAPLUS COPYRIGHT 2005 ACS on STN 
1996:190880 CAPLUS 
124 :233160 

Preparation of conformationally constrained backbone 
cyclized peptide analogs with biological activity. 
Gilon, Chaim; Eren, Doron; Zeltser, Irina; Seri-Levy, 
Alon; Bitan, Gal; Muller, Dan 

Peptor Ltd., Israel; Yissum Research Development Co. 
PCT Int. Appl., 142 pp. 
CODEN: PIXXD2 
Patent 
English 
11 



PATENT NO. 



KIND 



DATE 



WO 


9533765 






Al 


19951214 




W: AM, 


AT, 


AU, 


BB, 


BG, BR, BY, 




GB, 


GE, 


HU, 


IS, 


JP, KE, KG, 




MG, 


MN, 


MW, 


MX, 


NO, NZ, PL, 




TM, 


TT 










RW: KE, 


MW, 


SD, 


SZ, 


UG, AT, BE, 




LU, 


MC, 


NL, 


PT, 


SE, BF, BJ, 




SN, 


TD, 


TG 






wo 


2004074316 




Al 


20040902 




W: US 










CA 


2192305 






AA 


19951214 


AU 


9525365 






Al 


19960104 


AU 


702362 






B2 


19990218 


EP 


804468 






Al 


19971105 




R: AT, 


BE, 


CH, 


DE, 


DK, ES, FR, 


JP 


10504802 






T2 


19980512 


US 


5874529' 






A 


19990223 


US 


5883293 






A 


19990316 


US 


6265375 






Bl 


20010724 


AU 


9921251 






Al 


19990513 


AU 


724386 






B2 


20000921 


US 


6407059 






Bl 


20020618 


US 


2003144186 




Al 


20030731 



PRIORITY APPLN. INFO. 



APPLICATION NO. 



WO 1995-IB455 



DATE 



WO 1995-IB453 



OTHER SOURCE (S) 
GI 



CA 1995- 
AU 1995- 

EP 1995- 
GB, GR, IT, 
JP 1995- 
US 1996- 
US 1996- 
US 1998- 
AU 1999- 

US 2000- 
US 2002- 
IL 1994- 
US 1995- 
WO 1995 
AU 1995- 
WO 1995 
US 1998 
US 2000 



2192305 
25365 

919592 

LI, LU, 
500618 
750328 
750331 
120237 
21251 

580905 

167723 

109943 

488159 

IB453 

25365 

IB455 

120237 

580905 



19950608 
DK, EE, ES, FI, 
LT, LU, LV, MD, 
SG, SI, SK, TJ, 

GB, GR, IE, IT, 
GN, ML, MR, NE, 

19950607 

19950608 
19950608 

19950608 
NL, SE, MC, PT, IE 
19950608 
19961205 
19961205 
19980722 
19990317 

20000531 
20020912 
A 19940608 
Al 19950607 
W 19950607 
A3 19950608 
W 19950608 
A3 19980722 
Al 20000531 



MAR PAT 124:233160 



H-D-Phe-NCH2CO-Phe-D-Trp-Lys-Thr-NCH2CO-Thr-NH2 
(CH 2 )3NHCO (CH 2 )2 
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AB Backbone cyclized peptide analogs comprising a peptide sequence that 
incorporates £2 building units, each of which contains 1 N atom of 
the peptide backbone connected to a disulfide, amide, thioether, 
thioester, imine, or alkene bridge, wherein >2 of said building 
units are joined together to form a cyclic structure, were prepared The 
invention is exemplified by backbone cyclized bradykinin 
antagonists and somatostatin analogs having biol . 

activity. Thus, title compound (I), prepared by manual synthesis on tentagel 
resin, at 10-6 M gave 63% inhibition of radioiodinated 
somatostatin binding to type 5 receptors . 
IT 174799-83-8P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(preparation of conformational ly constrained backbone cyclized peptide 
analogs with biol. activity) 
RN 174799-83-8 CAPLUS 

CN L-Phenylalanine, N- [N- [ (1 , 1 -dimethyl ethoxy) carbonyl] -L-phenylalanyl] -N- [2- 
[ (phenylmethyl) thio] ethyl] -, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CAPLUS COPYRIGHT 2 005 ACS on STN 
1995:887811 CAPLUS 
123 :340961 

Use of D-glucopyranosiduronic acids and derivatives 
for incorporation into pharmacologically active 
peptides . 

Graf von Roedern, Erich; Kessler, Horst; Kutscher, 
Bernhard; Bernd, Michael; Klenner, Thomas 
ASTA Medica A.-G., Germany 
Eur. Pat. Appl . , 16 pp. 
CODEN : EPXXDW 
Patent 
German 
1 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


EP 652225 


Al 


19950510 


EP 1994-116355 


19941017 


R: AT, 


BE, CH, DE, DK, 


ES, FR, 


GB, GR, IE, IT, LI, 


LU, MC, NL, PT, 


DE 4338015 


Al 


19950511 


DE 1993-4338015 


19931108 


US 5556836 


A 


19960917 


US 1994-332071 


19941101 


CA 2135217 


AA 


19950509 


CA 1994-2135217 


19941107 
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JP 07188285 
PRIORITY APPLN. INFO. 
OTHER SOURCE (S) : 
GI 



A2 19950725 JP 1994-272575 19941107 

DE 1993-4338015 A 19931108 

CASREACT 123:340961; MARPAT 123:340961 



OH 



Rl 



R2' 



.OH 



C0 2 H I 



MeO-CO 




I — NHZ 



II 



AB Title acids (I; Rl = OH, OMe, Z-NH, BOC-NH, AcNH, etc.; R2 = CH2NH2, OH, 
OCH2Ph, Z-NHCH2, BOC-NH, etc.), and their enantiomers and derivs . , were 
prepared and incorporated into Pharmacol, active peptides. Thus, title acid 
(II) (Z-Zu-OMe, preparation from glucose and CH3N02 given) was hydrogenolyzed 
and coupled with saponified BOC-Lys (Z) -Thr-OMe (preparation given) in THF/DMF 
using EDCl/N-methylmorpholine to give 63% BOC-Lys (Z) -Thr-Zu-OMe . This was 
saponified and coupled with hydrogenolyzed Z-Phe-D-Trp-OMe as before to give 
80% BOC-Lys (Z) -Thr-Zu-Phe-D-Trp-OMe . This was C- and N-terminal 
deprotected, cyclized using hydroxybenzotriazole/ (Me2CH) 2NEt/TBTU, and 
hydrogenolyzed to give 54% somatostatin analog 
cyclo [Zu-Tyr-D-Trp-Lys-Val] . 

IT 52574-27-3P, Z-Trp-Ser-OMe 123910-21-4P, Z-Phe-D-Trp-OMe 
123910-22-5P, H-Phe-D-Trp-OMe 169597-42-6P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(D-glucopyranosiduronic acids and derivs. for incorporation into 
Pharmacol, active peptides) 
RN 52574-27-3 CAPLUS 

CN L-Serine, N- [ (phenylmethoxy) carbonyl] -L-tryptophyl- , methyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 123910-21-4 CAPLUS 

CN D-Tryptophan, N- [N- [ (phenylmethoxy) carbonyl] -L-phenylalanyl] - , methyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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0 



RN 123910-22-5 CAPLUS 

CN D-Tryptophan, N-L-phenylalanyl- , methyl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




0 



RN 169597-42-6 CAPLUS 

CN D-Tryptophan, N2- [ (1, 1 -dimethyl ethoxy) carbonyl] -N6- 

[ (phenylmethoxy) carbonyl] -L-lysyl-L-threonyl-7-amino-2, 6-anhydro-7-deoxy-L- 
glycero-L-gulo-heptonoyl-L-phenylalanyl- , methyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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Peptide structural requirements for antagonism differ 
between the two mammalian bombesin receptor subtypes 
Lin, Jaw-Town; Coy, David H. ; Mantey, Samuel A. ; 
Jensen, Robert T. 

Digestive Diseases Branch (J.-T.L., S.A.M., R. T. J.), 
Tulane Univ. Medical Center, New Orleans, LA, USA 
Journal of Pharmacology and Experimental Therapeutics 
(1995) , 275 (1) , 285-95 
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English 

Recently it has been established that both a gastrin-releasing peptide 
(GRP) receptor and a neuromedin B (NMB) receptor mediate the actions of 
bombesin-related peptides in mammals. Five different classes of peptides 
that function as GRP receptor antagonists have been identified; 
however, it is unknown whether similar strategies will yield 
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antagonists for the closely related NMB receptor. In the present 
study the authors have used either native cells possessing only 1 bombesin 
(Bn) reactor subtype or cells stably transfected with 1 subtype to determine 
whether using the strategies that were used successfully for GRP receptors 
would allow NMB receptor antagonists to be identified. 
[D-Phel2]Bn analogs; des-Metl4 amides, esters and alkylamides; m/13-14 
Bn pseudopeptides ; and D-amino acid-substituted analogs of substance P 
(SP) or SP(4-11) were all synthesized and each functioned as a GRP 
receptor antagonist. All of these antagonists had low affinity 
for the NMB receptor. Application of similar strategies to NMB by 
formation of [D-Phe8] NMB, [v);9-10]NMB pseudopeptides, des-MetlO NMB 
amides, alkylamide or esters did not result in any potent NMB receptor 
antagonists. D-Amino acid SP and SP(4-11) analogs were weakly 
selective NMB receptor antagonists. No C-terminal fragment of 
NMB or GRP functioned as a GRP or NMB receptor antagonist. These results 
demonstrate that none of the known strategies used to prepare peptide GRP 
receptor antagonists are successful at the NMB receptor, such as 
the formation of somatostatin octapeptide or D-amino 

acid-substituted substance P analogs. These results suggest that even 
though there is a close homol . between GRP and NMB and their receptors, 
their structure- function relations are markedly different. Apparently! 
the development of receptor subtype-specific peptide agonists or peptide 
antagonists for newly discovered receptor subtypes of 

gastrointestinal hormones/neurotransmitters may be difficult because the 
strategies developed for 1 well -studied subtype may not apply to the other 
even though it is structurally closely related. 
130800-38-3 169906-90-5 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(peptide structural requirements for antagonism differ between the two 

mammalian bombesin receptor subtypes) 
130800-38-3 CAPLUS 

L-Leucine , D-phenylalanyl -L-glutaminyl -L-tryptophyl -L-alanyl -L-valylglycyl - 
L-histidyl-, methyl ester (9CI) (CA INDEX NAME) 
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RN 169906-90-5 CAPLUS 

CN 1-9 -Neuromedin B (swine spinal cord), methyl ester (9CI] 
Absolute stereochemistry. 
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MARPAT 135:339262 
The invention discloses compds. ArG-Z-W [A = (C6-C10) aryl , 
(C6-C10)aryl-SO2, (C6-C10 ) aryl -CH2 - , etc.; G = BX (B = (C6-C10) aryl , 
(Cl-C9)heteroaryl; X = CH2 , S02, carbonyl) ; NHC(Rl) (Rl ' ) X (X = CH2 , S02 
carbonyl; Rl, Rl ' = H, CN, (Cl-C8)alkyl, phenyl(CH2), wherein alkyl and 
groups are optionally substituted), etc.; Z, W as defined in 
specification] ; and pharmaceutical ly acceptable salts, solvates or 
hydrates thereof, as well as pharmaceutical compns . and methods useful 
increase secretion of growth hormone from the anterior pituitary of 
mammals, including on a sustained-release basis. Compound preparation is 
described. 
371112-33-3 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction; somatostatin antagonists and agonists that act at 
the SST subtype 2 receptor) 

371112-33-3 CAPLUS 

L-Ornithine, 3-fluoro-L-phenylalanyl-N5- [imino (nitroamino) methyl] -, methyl 
ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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IT 371112-27-5DP, stereoisomers 371112-28-6DP, 

stereoisomers 371112-29-7DP, stereoisomers 371112-30-ODP 

, stereoisomers 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(somatostatin antagonists and agonists that act at the SST 
subtype 2 receptor) 
RN 371112-27-5 CAPLUS 

CN L-Lysine, N- ( [1, 1 ' -biphenyl] -4-ylmethyl) -L-tryptophyl- , methyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 371112-28-6 ' CAPLUS 

CN L-Arginine, N- [ (4-methylphenyl ) sulfonyl] glycyl-3-f luoro-L-phenylalanyl- , 
methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 371112-29-7 CAPLUS 

CN L-Lysine, N- ( [1, 1 ■ -biphenyl] -4 -ylcarbonyl ) -L-tryptophyl- , methyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 371112-30-0 CAPLUS 

CN L-Arginine, N- ( [1 , 1 1 -biphenyl] -4 -ylcarbonyl ) -p -phenyl -L-phenylalanyl - . 
, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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